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Amendments to the Claims 



Claims 1 -94 (cancelled) 



95\new): An in vitro method of determining the effect of a substance on 
characteristica^that are indicative of Alzheimer's Disease or related neurodegenerative 
disorders in rodetit brain cells, said method comprising: 

(A) expo^g said brain cells to a cathepsin D-increasing agent or compound 
under cbpditions that increase the concentration or amount of cathepsin D 

in said celV^to an effective concentration, 

\ 

(B) maintaimng s^d cells for a time (hat is sufficient to induce, relative to the 

\ 

levels present in\he absence of said substance, one or more characteristics 

indicative of said Alzheimer's Disease or said related neurodegenerative 

\ 

disorders in said cells £^ a result of said increase in said cathepsin D, 
be^bre, ( 



(C) adding said substance 
maintaining; and 



, during and/or after said exposing or said 



(D) determining whether the presenile of said substance has an effect on the 

induction of said one or more characteristics, 
wherein said characteristics are selected frori^ the group consisting of: 

(1) the formation of neurofibrillary tangles, 

(2) thehyperphosphorylationoftau, \ 

(3) the firagmentation of tau. 
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V (4) the production and/or release of brain-produced cytokines 

\ TGF-beta, IL-lb, TNF, or LPS, 

\ (5) a microglia reaction or microglial activation, 
($) indications of brain inflammatory reactions, 

(7) \ conversion of p35 to p25, 

(8) changes in the level and/or activity of cyclin dependent protein 
kina^ 5 (cdk5), and 

(9) changed in the level and/or activity of mitogen activated protein 
kinases (MAPK), 

wherein said effect on said induction of any or all of said characteristics in D(l)- 
D(9) is indicative of the appearance or disappearance, respectively, of said 
characteristics of said Alzheimer's 6dsease or said related neurodegenerative 
disorders, wherein said related neurodegenerative disorder is one in which 
exposing said rodent brain cells to a cathepsin D-increasing agent or compound 
under conditions that increase the concentration or amount of cathepsin D in said 
cells to an effective concentration induces one dr more of said characteristics of 
D(l)-D(9), \ 

96 (new): The method of claim 95, wherein said characteristic is said formation of 
neurofibrillary tangles. \ 

97 (new): The method of claim 96, wherein said compound is selected from the 
group consisting of a compound which is selected from the group consisting of 
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chlor^uine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylaikayl-L-phenylalanine-diazomethylketone, and beta-amyloid. 

98 (new): The method of claim 97, wherein said compound is ZPAD. 

99 (new): The njethod of claim 96, wherein said brain cells are in the form of 
dissociated cells. 

100 (new): The method o^^laim 96, wherein said brain cells are in the form of a 
brain slice. 

101 (new): The method of claim lO^wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohi^ocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. 

102 (new): The method of claim 96, wherein said bi*^in cells are in vivo and said 
determining is in vitro. 

103 (new): The method of any one of claims 96-102, wherein ^id brain cells are 
apolipoprotein E-deficient brain cells. 

104 (new): The method of claim 103, wherein said rodent is a mouse. 
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\05 (new): The method of claim 103, wherein said rodent is a rat. 

106 (new): The method of any one of claims 96-102, wherein said brain cells are 
apolipoprotein Mrcontaining brain cells. 

107 (new): The method of claim 106, wherein said rodent is a mouse. 

108 (new): The methodtaf claim 106, wherein said rodent is a rat. 

109 (new): The method of claims95, wherein said characteristic is said 
hyperphosphorylation of tau. \ 

1 10 (new): The method of claim 109, whcran said compound is selected from the 
group consisting of a compound which is selected fronv the group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alaiiine-diazomethyiketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 

1 1 1 (new): The method of claim 1 10, wherein said compounasis ZPAD. 

112 (new): The method of claim 109, wherein said brain cells are in^e form of 
dissociated cells. \ 
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1 13 (new): The method of claim 109, wherein said brain cells are in the form of a 
br^Ki slice. 

1 iX (new): The method of claim 113, wherein said brain sHce is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slices or a cortex slice. 

115 (new): The metjiod of claim 109, wherein said brain cells are in vivo and said 
determining is in vitro. 

116 (new): The method of any^^ne of claims 109-1 15, wherein said brain cells are 
apolipoprotein E-deficient brain cells. v 

1 1 7 (new): The method of claim 1 1 6, whctein said rodent is a mouse, 

1 1 8 (new): The method of claim 1 1 6, wherein saidxrodent is a rat. 



119 (new): The method of any one of claims 109-1 15, wnierein said brain cells are 
apolipoprotein E4-contaimng brain cells. 



120 (new); The method of claim 1 19, wherein said rodent is a mous^ 



121 (new): The method of claim 1 19, wherein said rodent is a rat. 
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122 (new): The method of claim 95, wherein said characteristic is said 
fra^entation of tau. 

12*4 (new): The method of claim 122, wherein said compound is selected from the 
group consistW of a compound which is selected from the group consisting of 
chloroquine, N-C^-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 



124 (new): The methb^f claim 123, wherein said compound is ZPAD. 

\ 

125 (new): The method of cl^m 122, wherein said brain cells are in the form of 
dissociated cells. \^ 



\ 



\ 

\ 



126 (new): The method of claim 122, wherein said brain cells are in the form of a 
brain slice. \. 



127 (new): The method of claim 126, wherein said brain slice is a hippocampal 

ar 

\ 



slice, an entorhinal cortex slice, an entorhinohippocampal slice, a neocortex slice, a 



hypothalamic slice, or a cortex slice. 



128 (new): The method of claim 122, wherein said brain cells areVn vivo and said 
determining is in vitro, \ 
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129 (new): The method of any one of claims 122-128, wherein said brain cells are 
apolipoprotein E-deficicnt brain cells. 

130 (new): The method of claim 129, wherein said rodent is a mouse. 




131 (new): The method of claim 129, wherein said rodent is a rat. 

132 (new): The method of any one of claims 122-128, wherein said brain cells are 
apolipoprotein E4-containing brain cells 



133 (new): The method of claim 132, wherein said rodent is a mouse. 

1 34 (new): The method of claim 1 32, wherein sidd rodent is a rat. 

135 (new): The method of claim 95, wherein said characteristic is said production 
and/or release of brain-produced cytokines TGF-beta, IL-lb, TNFior LPS. 



136 (new): The method of claim 135, wherein said compound is selected from the 
group consisting of a compound which is selected from the group consisting ( 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 



137 (new): The method of claim 136, wherein said compound is ZPAD. 
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138 (new): The method of claim 135, wherein said brain cells are in the form of 
dissociated cells. 

139 (new): The method of claim 135, wherein said brain cells are in the form of a 
brain slice. 

140 (new): Vhe method of claim 139, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic shoe, or aVortex slice. 

\ 

141 (new): The method of claim 135, wherein said brain cells are in vivo and said 
determining is in vitro. 

142 (new): The method of an^^one of claims 135-141, wherein said brain cells are 
apolipoprotein E-deficient brain cells. 

143 (new): The method of claim 142,yherein said rodent is a mouse. 



144 (new): The method of claim 142, whe^in said rodent is a rat. 



145 (new): The method of any one of claims 13^-141, wherein said brain cells are 
apolipoprotein E4-containing brain cells. 
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146 (new): The method of claim 145, wherein said rodent is a mouse. 



147 (nW): The method of claim 145, wherein said rodent is a rat. 




148 (new): aTic method of claim 95, wherein said characteristic is said microgUa 
reaction or microglial Activation. 

149 (new): The me^i^d of claim 148, wherein said compound is selected from the 
group consisting of a compoui^ which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylal^yl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diaz^ethylketone, and beta-amyloid, 

150 (new): The method of claini^9, wherein said compound is ZPAD. 



151 (new): The method of claim 148, wherein said brain cells are in the form of 
dissociated cells. \ 

152 (new): The method of claim 148, wherein s^d brain cells are in the form of a 
brain slice. 



153 (new): The method of claim 152, wherein said brainvslice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice, a ijcocortcx slice, a 
hypothalamic slice, or a cortex slice. 
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154 Kiew): The method of claim 148, wherein said brain cells are in vivo and said 
determining isin vitro. 

155 (new): The method of any one of claims 148-154, wherein said brain cells are 
apolipoprotein E-deficient brain cells. 

1 56 (new): The metli(^of claim 1 55, wherein said rodent is a mouse. 

157 (new): The method of\;laim 155, wherein said rodent is a rat. 

\ 

\ 

158 (new): The method of any oAi^of claims 148-154, wherein said brain cells are 

\, 

apolipoprotein E4-containing brain cells. \ 

\ 

\ 

\ 

\ 

159 (new): The method of claim 1 58, whei;|ein said rodent is a mouse. 

\ 

\ 

160 (new): The method of claim 158, wherein slftid rodent is a rat. 

\. 

161 (new): The method of claim 95, wherein said cliiracteristic is said indications 

\ 

of brain inflammatory reactions . 

\ 

\ 

162 (new): The method of claim 161 , wherein said compound is selected from the 
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chloK)quine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylamnyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 

163 (new): The method of claim 162, wherein said compound is ZPAD. 



164 (new): The method of claim 161, wherein said brain cells are in the form of 

\ 

dissociated cells. \^ 

\^ 
\ 

\ 

\ 

165 (new): The metho^^f claim 161, wherein said brain cells are in the form of 2 
brain slice. \^ 

\ 

\ 

\ 

. \ 

166 (new): The method of claim 165, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex sHce, an entorhinohippocampal slice, a neocortex slice, a 



hypothalamic slice, or a cortex slice. ^\ 



167 (new): The method of claim 161, wherei^\said brain cells are in vivo and said 
determining is in vitro. 

\ 

\ 

\ 

168 (new): The method of anyone of claims 161-167\wherein said brain cells are 
apolipoprotein E-deficient brain cells. \ 



169 (new): The method of clarni 168, wherein said rodent is a mouse. 
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170s(new): The method of claim 168, wherein said rodent is a rat. 

171 (new^: The method of any one of claims 161-167, wherein said brain cells are 
apolipoprotein E4-cbntaining brain cells. 

172 (new): The mertiod of claim 171, wherein said rodent is a mouse. 

173 (new): The method of claim 171, wherein said rodent is a rat. 

\ 

\ 

\ 

174 (new): The method of dairies, wherein said characteristic is said conversion 
ofp35top25. \ 

\ 

\ 

175 (new): The method of claim 174, wherein said compound is selected from the 

group consisting of a compound which is selected i^om the group consisting of 

\ 

chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazohjethylketone, N-CBZ-L- 

\^ 

phenylalanyl-L-phenylalanine-diazomethylketone, and bejla-amyloid. 

176 (new): The method of claim 174, wherein said confound is ZPAD, 



177 (new): The method of claim 174, wherein said brain cells are in the form of 

\ 

dissociated cells. \ 
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fys (new): The method of claim 174, wherein said brain cells are in the form of a 
brain slice. 

179 (new)'\The method of claim 178, wherein said brain slice is a hippocampal 
slice, an entorhinal c6rtex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cx>rtex slice. 



180 (new): The metho^pf claim 174, wherein said brain cells are in vivo and said 
determining is in vitro. \ 

\ 

'\ 

\ 

181 (new): The method of any orl^ of claims 174-180, wherein said brain cells are 

■\ 

apolipoprotcin E-deficient brain cells. 

\ 



182 (new): The method of claim 181 , wherein said rodent is a mouse. 



183 (new): The method of claim 181, wherein said rodent is a rat. 

\ 



184 (new): The method of any one of claims 174-180, wherein said brain cells are 
apolipoprotcin E4-containing brain cells. 



185 (new): The method of claim 184, wherein said rodent is a ^ouse. 

\ 



186 (new): The method of claim 184, wherein said rodent is a rat. 
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1 SiT (new): The method of claim 95, wherein said characteristic is said changes in 
the level and)t)r activity of cyclin dependent protein kinase 5 (cdk5). 

188 (new)\The method of claim 187, wherein said compound is selected from the 
group consisting of as^ompound which is selected from the group consisting of 

\ 

chloroquine, N-CBZ-L-ji^henylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 

\ 

phenylalanyl-L-phenylalaiiine-diazomethylketone, and beta-amyloid. 

\ 

\ 

\ 

\ 

1 89 (new): The method claim 188, wherein said compound is ZPAD. 

\, 

190 (new): The method of clain;i 187, wherein said brain cells are in the form of 
dissociated cells. 

\ 

191 (new): The method of claim 1 87, wherein said brain cells are in the form of a 
brain slice. 

192 (new): The method of claim 191, wherein sa^d brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. \ 

193 (new): The method of claim 1 87, wherein said brain ci^lls are in vivo and said 
determining is in vitro. 



\ 
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(new): The method of any one of claims 187-193, wherein said brain cells are 
apolipoprotAm E-deficient brain cells. 

195 (new): llie method of claim 194, wherein said rodent is a mouse. 



\ 

196 (new): The m^od of claim 194, wherein said rodent is a rat. 



197 (new): The method ot^my one of claims 187-193, wherein said brain cells are 
apolipoprotein E4-containing brain c611s. 



198 (new): The method of claim 197, wherein said rodent is a mouse. 

199 (new): The method of claim 197, wherein said rodent is a rat. 

200 (new): The method of claim 95, wherein said characteristic is said changes in 
the level and/or activity of mitogen activated protein kinases.^ 

201 (new): The method of claim 200, wherein said compound is selected from the 
group consisting of a compound which is selected from the group consisting of 

chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-ClBZ-L- 

\ 

\ 

phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. \ 



- 27 - LYNCH, et al. 

Appi. No. 09/917,789 

p2 (new): The method of claim 201 , wherein said compound is ZPAD. 

203 (new): The method of claim 200, wherein said brain cells are in the form of 
dissociated cells) 



204 (new): The method of claim 200, wherein said brain cells are in the form of a 
brain slice. 



205 (new); The method\f claim 204, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an ^ntorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice, \ 

206 (new): The method of claim 200^ wherein said brain cells are in vivo and said 
determining is in vitro. 

207 (new): The method of any one of claims 200-206, wherein said brain cells are 
apolipoprotein E-deficient brain cells. 



208 (new): The method of claim 207, wherein said rodent is a mouse. 



209 (new): The method of claim 207, wherein said rodent is a rat. 

\ 
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510 (new): The method of any one of claims 200-206, wherein said brain cells are 
apolipoprJitein E4-contaimng brain cells, 

211 (new): The method of claim 210, wherein said rodent is a mouse. 

212 (new): Tne method of claim 210, wherein said rodent is a rat. 

213 (new): An in vttro method of determining the effect of a substance on 
characteristics that are indicative of Alzheimer's Disease or related neurodegenerative 
disorders in rodent brain cells, safti method comprising: 

(A) exposing said brain cells to a condition that disrupts lysosomal activity in 
said cells, wherein said condition comprises contacting said cells with a 
compound that disrupts lysosomal activity, 

(B) maintaining said cells for a timestfiat is sufficient to induce, relative to the 
levels present in the absence of saia>^ubstance, one or more characteristics 
indicative of said Alzheimer's DiseaseNor said neurodegenerative disorders 
in said cells as a result of said disruption W said lysosomal activity, 

(C) adding said substance before, during and/or\ftcr said exposing or said 
maintaining; and 

(D) determining whether the presence of said substanc\ has an effect on the 
induction of said one or more characteristics, 

wherein said characteristics are selected from the group consist^g of: 
( 1 ) the formation of neurofibrillary tangles, 
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2) the hyperphosphorylation of tau, 
(3\ the fragmentation of tau, 

(4) \ the production and/or release of brain-produced cytokines 
rOF-beta, IL-lb, TNF, or LPS, 

(5) a liiicroglia reaction or microglial activation, 

(6) indic^ions of brain inflammatory reactions, 

(7) conversion of p35 to p25, 

(8) changes in\the level and/or activity of cyclin dependent protein 
kinase 5 (cdk5^, and 

(9) changes in the l^^el and/or activity of mitogen activated protein 



kinases (MAPK), \ 

\ 

wherein said effect on said inductiori\of any or all of said characteristics in D(l)- 

D(9) is indicative of the appearance or disappearance, respectively, of said characteristics 

\^ 

of said Alzheimer's Disease or said related neurodegenerative disorders, wherein said 

\^ 

related neurodegenerative disorder is one in which Exposing rodent brain cells to a 
condition that disrupts lysosomal activity in said cells, jnduces one or more of said 
characteristics of D(l)-D(9). 



214 (new): The method of claim 213, wherein said chkracteristic is said formation 
of neurofibrillary tangles. N 

\ 

\ 

215 (new): The method of claim 214, wherein said compouna is selected from the 
group consisting of a compound which is selected from the group consisting of 
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chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phcnylalanine-diazomethylketone, and beta-amyloid. 

216 (ne^: The method of claim 215, wherein said compound is ZPAD. 

217 (new): Tn^ method of claim 214, wherein said brain cells are in the form of 
dissociated cells. 

218 (new); The metho^ly^of claim 214, wherein said brain cells are in the form of a 
brain slice. 

219 (new): The method of clain^lS, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhi\ohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. 

220 (new): The method of claim 2 14, wher^n said brain cells are in vivo and said 
determining is in vitro, 

221 (new): The method of any one of claims 214-229, wherein said brain cells are 
apo lipoprotein E-deficient brain cells. 

222 (new): The method of claim 221, wherein said rodent is kmouse. 
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223 (nfew): The method of claim 221 , wherein said rodent is a rat. 

224 (new): THe method of any one of claims 214-220, wherein said brain cells are 
apolipoprotein E4-contaming brain cells. 

225 (new): The method csf claim 224, wherein said rodent is a mouse, 

226 (new): The method of claim 224, wherein said rodent is a rat. 

227 (new): The method of claim 213A>vherein said characteristic is said 
hyperphosphorylation of tau. \ 

228 (new): The method of claim 227, wherem said compound is selected from the 
group consisting of a compound which is selected fronrvlhe group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazometnylketone, N-CBZ-L- 
phenylalanyl-L-phenylalaninc-diazomethylketone, and beta-sutiyloid. 

229 (new): The method of claim 228, wherein said compoaind is ZPAD, 

230 (new): The method of claim 227, wherein said brain cells are in the form of 
dissociated cells. \ 
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23l\new): The method of claim 227, wherein said brain cells are in the form of a 
brain slice. \ 

232 (new): TWe method of claim 231, wherein said brain slice is a hippocampal 
slice, an entorhinal corte\ slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortotx slice, 

233 (new): The method of cnum 227, wherein said brain cells are in vivo and said 
determining is in vitro. \ 

234 (new): The method of any one of claims 227-233, wherein said brain cells are 
apolipoprotein E-deficient brain cells. \ 

235 (new): The method of claim 234, wherein sand rodent is a mouse. 

236 (new): The method of claim 234, wherein said rodent is a rat, 

237 (new): The method of any one of claims 227-233, wherein\said brain cells are 
apolipoprotein E4-containing brain cells. \ 

238 (new): The method of claim 237, wherein said rodent is a mouse. \ 



239 (new): The method of claim 237, wherein said rodent is a rat. 
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24(J (new): The method of claim 213, wherein said characteristic is said 
fragmentation of tau. 

241 (new^ The method of claim 240, wherein said compound is selected from the 
group consisting of la compound which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylafflnine-diazomethylketone, and beta-amyloid. 

242 (new): The methoo. of claim 241, wherein said compound is ZPAD. 

243 (new): The method of olaim 240, wherein said brain cells are in the form of 
dissociated cells, \ 

244 (new): The method of claim 2^, wherein said brain cells are in the form of a 
brain slice. \ 

245 (new): The method of claim 244, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocVnpal slice, a neocortex slice, a 
hypothalamic slice, or a cortex shce. \ 

246 (new): The method of claim 240, wherein saicKbrain cells are in vivo and said 
determining is in vitro. \ 
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24/S/new): The method of any one of claims 240-246, wherein said brain cells are 
apolipoprotein E-deficient brain cells. 

248 (new): Mie method of claim 247, wherein said rodent is a mouse. 

249 (new): The method of claim 247, wherein said rodent is a rat, 

250 (new): The methoovof any one of claims 240-246, wherein said brain cells are 
apohpoprotein E4-containing bram cells. 

251 (new): The method of claim 250, wherein said rodent is a mouse. 

252 (new): The method of claim 25(A wherein said rodent is a rat. 

253 (new): The method of claim 213, wherein said characteristic is said 
production and/or release of brain-produced cytokines TGF-beta, IL-lb, TNF or LPS. 

254 (new): The method of claim 253, wherein said compound is selected from the 
group consisting of a compound which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L^phenylalanine-diazomethylketone, and beta-amylpid. 

255 (new): The method of claim 254, wherein said compound is ZPAD. 
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256 (new): The method of claim 253, wherein said brain cells are in the form of 
dissociated celis. 

257 (new): Vhe method of claim 253, wherein said brain cells are in the form of a 
brain slice. \ 

258 (new): The mAthod of claim 257, wherein said brain slice is a hippocampal 
slice, an cntorhinal cortex slrce, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex\Hce. 

259 (new): The method of claim 240, wherein said brain cells are in vivo and said 
determining is in vitro. \ 

260 (new): The method of any one of claims 253-259, wherein said brain cells are 
apolipoprotein E-deficient brain celis. \ 

261 (new): The method of claim 260, wherein said rodent is a mouse. 

262 (new): The method of claim 260, wherein said rodent is a rat. 

263 (new): The method of any one of claims 253-255, wherein said brain cells are 
apolipoprotein E4-containing brain cells. \ 
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264 Ww): The method of claim 263, wherein said rodent is a mouse. 

265 (newji The method of claim 263, wherein said rodent is a rat. 

266 (new): Thcsmethod of claim 213, wherein said characteristic is said microglia 
reaction or microglial activation. 

267 (new): The methoau)f claim 266, wherein said compoimd is selected from the 
group consisting of a compound which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylalanyirL-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 

268 (new): The method of claim 26a wherein said compound is ZPAD. 

269 (new): The method of claim 266, whetrein said brain cells are in the form of 
dissociated cells. \ 

270 (new): The method of claim 266, wherein s)dd brain cells arc in the form of a 
brain slice. \ 

271 (new): The method of claim 270, wherein said brkin slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice\a neocortex slice, a 
hypothalamic slice, or a cortex slice. 
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272 (new): The method of claim 266, wherein said brain cells are in vivo and said 
determiningus in vitro. 

273 (newi: The method of any one of claims 266-272, wherein said brain cells are 
apolipoprotcin E-dWicient brain cells. 

274 (new): Theinethod of claim 273, wherein said rodent is a mouse. 

275 (new): The meth\)d of claim 273, wherein said rodent is a rat, 

276 (new): The method ollany one of claims 266-272, wherein said brain cells are 
apolipoprotein E4-contaimng brain 6ells. 

277 (new): The method of claim 476, wherein said rodent is a mouse. 

278 (new): The method of claim 276, wherein said rodent is a rat. 

279 (new): The method of claim 213, wheVcin said characteristic is said 
indications of brain inflammatory reactions. \ 

280 (new): The method of claim 279, wherein said compound is selected from the 
group consisting of a compound which is selected from tHe group consisting of 
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chloroquirte. N-CBZ-L-phenylalanyl-L-alanine-diazomethylkelone, N-CBZ-L- 
phenylalanyNt-phenylalanine-diazomethylketone, and beta-amyloid. 

281 (new): The method of claim 280, wherein said compound is ZPAD. 

282 (new): The nifethod of claim 279, wherein said brain cells are in the form of 
dissociated cells. \ 

283 (new): The method of daim 279, wherein said brain cells are in the form of a 
brain slice. \ 

284 (new): The method of claim 283L wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an entoihinohrppocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. \ 

285 (new): The method of claim 279, wherein said brain cells are in vivo and said 
determining is in vitro. \ 

286 (new): The method of any one of claims 279-285, wherein said brain cells are 
apolipoprotein E-deficicnt brain cells. \ 

287 (new): The method of claim 286, wherein said rodent is a mouse. 
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288 (new): The method of claim 286, wherein said rodent is a rat. 

289 (newJiThe method of any one of claims 279-285, wherein said brain cells are 
apolipoprotein E4-cWaining brain cells. 




290 (new): The method of claim 289, wherein said rodent is a mouse. 

291 (new): The methooyof claim 289, wherein said rodent is a rat. 

292 (new): The method of cVim 213, wherein said characteristic is said 
conversion of p35 to p25. 

293 (new): The method of claim 29^^wherein said compound is selected from the 
group consisting of a compound which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phcnylalanine-diazomethylketone, and beta-amyloid. 



294 (new): The method of claim 293, wherein s^d compound is ZPAD. 

\ 

\ 

295 (new): The method of claim 292, wherein said br^n cells are in the form of 
dissociated cells. 
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29)6 (new): The method of claim 294, wherein said brain cells are in the form of a 
brain slice. \ 

297 (new): The method of claim 296, wherein said brain slice is a hippocampal 
slice, an entorhinal C(mex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or aVortex slice. 

298 (new): The method of claim 292, wherein said brain cells are in vivo and said 
determining is in vitro, \ 

299 (new): The method of anybne of claims 292-298, wherein said brain cells are 
apolipoprotein E-deficient brain cells. \ 

300 (new): The method of claim 299, wierein said rodent is a mouse. 

301 (new): The method of claim 299, wherein said rodent is a rat. 

302 (new): The method of any one of claims 292-^98, wherein said brain cells are 
apolipoprotein E4-containing brain cells. \ 

303 (new): The method of claim 302, wherein said rodentas a mouse. 

304 (new): The method of claim 302, wherein said rodent is a rat. 
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\305 (new): The method of claim 213, wherein said characteristic is said changes in 
the level afad/or activity of cyclin dependent protein kinase 5 (cdk5). 

306 (newk The method of claim 305, wherein said compound is selected from the 
group consisting of srcompound which is selected from the group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. 

307 (new): The method of claim 306, wherein said compound is ZPAD. 

308 (new): The method of claim 305, wherein said brain cells are in the form of 
dissociated cells. \ 

309 (new): The method of claim 305, wherein said brain cells are in the form of a 
brain slice. \ 

310 (new): The method of claim 309, wherein saidwain slice is a hippocampal 
slice, an entorhinal cortex slice, an entorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. \ 

311 (new): The method of claim 305, wherein said brain cellfe are in vivo and said 
determining is in vitro. \ 
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512 (new): The method of any one of claims 305-31 1, wherein said brain cells are 
apolipoprorein E-deficient brain cells. 

313 (newVrhe method of claim 312, wherein said rodent is a mouse. 

314 (new): The method of claim 312, wherein said rodent is a rat, 

315 (new): The method (s^ any one of claims 305-31 1, wherein said brain cells are 
apolipoprotein E4-containing braiircells. 

316 (new): The method of claim M 5, wherein said rodent is a mouse. 

317 (new): The method of claim 315, wWercin said rodent is a rat 

318 (new): The method of claim 213, whereinlBaid characteristic is said changes in 
the level and/or activity of mitogen activated protein kinases. 

319 (new): The method of claim 318, wherein said comf)ound is selected from the 
group consisting of a compound which is selected from the groupYonsisling of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L- 
phenylalanyl-L-phenylalanine-diazomethylketone, and beta-amyloid. N 
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j20 (new): The method of claim 319, wherein said compound is ZPAD. 

321 (new): The method of claim 318, wherein said brain cells are in the form of 
dissociated cells.X 

322 (new): The inethod of claim 3 1 8, wherein said brain cells are in the form of a 
brain slice. \ 

323 (new): The method of claim 322, wherein said brain slice is a hippocampal 
slice, an entorhinal cortex slice, an lentorhinohippocampal slice, a neocortex slice, a 
hypothalamic slice, or a cortex slice. \ 

324 (new): The method of claim 3lV wherein said brain cells arc in vivo and said 
determining is in vitro, \ 

325 (new): The method of any one of claims 318-324, wherein said brain cells are 
apolipoprotein E-deficient brain cells. \ 

326 (new): The method of claim 325, wherein saia rodent is a mouse. 

327 (new): The method of claim 325, wherein said rocrent is a rat. 
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328 (hew): The method of any one of claims 318-324, wherein said brain cells are 
apolipoprotein E4^ntaining brain cells. 



329 (new): The mcthMspf claim 328, wherein said rodent is a mouse. 



330 (new): The method of claim 



8, wherein said rodent is a rat. 



